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Review

1. 28-Day Range Finding Stddy with Atrazine in Albino
Mice - (Industrial Bio-Test, IBT # 8532-08868, 5/28/76,
submitted by Ciba-Gefgy on 6/2/77, Acc.#230303.)

Ninty Charles River mice weighing 23-29 g. were divided
into 9 groups of 10 animals each (5 males, 5 females) and
were fed either 0, 10, 30, 100, 300, 1000, 3000, 10000,
or 30000 ppm Atrazine Technical in the diet for 28
consecutive days. Males were housed individually, whereas
females were housed 5 per cage. Body weight was determined
initially and at weekly intervals for the duration of the
study. Food consumption data was collected, individually
for males and on a group basis for females, during the

4 4 week study. Observations for abnormal reactions and
mortality were made dafly. Necropsies were performed
on all animals.

Results
MTD = 1000 ppm

One male died at 300 ppm, 2 males died at 3000 ppm,
2 males and 5 females died at 10000 ppm and all animals
died when fed 10000 ppm.

Toxic Signs: tremors and generalized weakness among .
animals fed-30000 ppm after 3 days of feeding - the response
was more pronounced in females. The same reactions were
seen among mice fed 10000 ppm after 7 days of feeding.



2.

Results

3.

No adverse reactions were seen among animals feed BODO ppm
or less. Body weight gain and food consumptipn ue norma1
in mice fed up to 3000 ppm. : 5>

S SRR T

Necrops Y : unremarkable

Classification: Core-minimum ﬁate, e

Acute Oral LD of Technical Atrazine in the Rat: (Ciba-
Geigy, Project #Siss 4569, 3/10/75, submittea By Ciba-

Geigy on 6/2/77). Acc # 230303.

Seventy Tif. RAI rats. ranging in body weight from 160- ’

180 g., were divided into 7 groups of 10 animals each .
(5 male, 5 female) and administered 600, 1000, 1290, 1670, =
3170, 4640 ‘or. 6000 mg/kg of the test material by gavage., -
Animals were housed {n groups of 5 and observed for signs s
of toxicity and/or mortality for a period of 14 days

Necropsies were performed on aII animals.

Lngo = 1869 (1405-2487) mg/kg Bhe i e
Tox{ic Signs: sedat1on. dyspnea, exophthalmos. curved position

‘and ruffled fur.

NecropsY,; unremarkable

Classification: Core-minimum data o
1) body weight and food consumption were
not determined dafly. :
TOX CKTEGORY III

Acute Oral‘LD of Technical Atrazine in the Mouse -
{Ciba-Geigy, Ero3ect #Siss 4569, 9/7/77, submitted by Ciba—

Geigy on 6/2/77), Acc # 230303.

Sixty Tif. MAG mice, rangfng in body weight from 20-30 Geo

were divided into 6 groups of 10 animals each (5 male, '

5 female) and administered 1670, 2780, 3590, 4640, 5200 ior'
6000 mg/kg of the test material by groups. Animals were

housed in groups of 5 and observed for signs of toxicity and/or
mortality for a period of 14 days. Necropsies were performed
on all animals.

L



Results

Results

LQSD = 3992 (3557-4479) mg/kg
Toxic Signs: sedation, dyspnea, curved or ventra1‘po§1tion
and ruffled fur.

Necrops. Y 2 unremarkable

Classification: Core-minimum~&ata
1) body weight and food consumption were

‘not determfned daily.
e S TOX CATEGORY I

Ciba-Geigy on 6/2/77, Acc # 230303).

Twenty Fif: RAIF(SPF) rats. ranging in weight from 180-
200 g., were divided fnto 2 groups of 10 animals each

(5 male, 5 female) and dermally administered 2150 or
3170 mg/kg of the test material as a 50% aq. suspension

- to 1ntact skin. The material was allowed to remain in

contact with the skin for 24 hrs. under an impervious
cuff. Following the 24 hr. exposure the material was

washed away and the animals observed for 14 days p st - .. =i ™% & .

exposure. Necropsies were performed on anima]s at the

; end of the observation period. ‘

> 3100 mg/kg (highest dose possibie) - No deaths occured.
Tong Signs: none, no local irritation.
Necrops*;x:: unremarkable

Classification: Core-minimum Data
1) since the results are clear at the highest dose
level possible was ddministered, further testing
would be pointless. Fbe study adequately réflects

dermal hazard.
TOX CATEGORY:III

e

Acuie Dermal LD of Technical Atrazine in the Rat - u'"i :
(Ciba-Gefgy, Froﬁect ¥ Siss 5663, 12/6/76, subm?tted by

T
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5.

Results

6.

Results

-3 -

H

Primary Eye Irritation of Technical Atrazine ;ﬁ:ji,yifﬁ
a-Geigy, Project # siss R , submitted by
Ciba-Geigy on 6/2/77, Acc#230303) e

100 mg. was inserted into the conjunctival sac of the left.
gye of each of six Himalayan rabbits. The treated eye of
3 of the 6 rabbits was flushed with 10 m1 of water 30 sec.
after treatment. Ocular irritation was recorded 1, 2, 3,
4, and 7 days past treatment.

Unwashed Eyes: 0.0/110 at 1, 2, 3, 4 and 7 days
Washed Eyes: 0.0/110 at 1, 2, 3, 4 and 7 days.

Classification: Core-Minimum data
1) although readings were made on 3 unwashed eyes,
these readings together with the 3 readings o~
the washed eyes indicate that the technical
materin] is not an eye irritant.
TOX CATEGORY: IV

Primary Skin Irritation of Technical Atrazine -
iba-Geigy, Project #siss 5663, 6, submitted by
Ciga-Geigy on 6/2/77, Acc#230303) : , ’

500 mg. of test material was applied to one abraded and

one intact skin site on 6 Himalayan rabbits and held in
contact with the skin under an impervious cuff for 24 hrs,
D:rma]iirritation was scored at 24 and 72 hrs. by the method
of Drafze.

P.I. = 0.2/8.0

Classification: Core minimum data
1) readings were not made on 2 intact and 2 abraded

skin sites.
TOX CATEGORY: IV
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7. Mutagenicity Screening of Pesticides in the Microbial System -
(Shirash, ﬁor?ya, Kato, Furuhashi, Kada; Mutation Research
lg.(1976) 19530) : A

A survey on the mutation induction capacity was made in the

C g microbial system on 166 pesticides including 57 fungicides,
s ] 63 herbicides and 46 insecticides. The screening methods
consisted of the rec-assay procedure, a sensitivity test
utilizing H17 Rec + and M45 Rec - strains of Bacillus

: subtilis, as well as the reversion assays on plates utilizing
e auxotrophic strains of Escherechia coli (WP2) and Salmonella
; typhim urium (Ames series).

Rec Assay

P Test strains (B. subtilis H17 Rec+ and M45 Rec-) were grown
L overnight in broth B-2. Two cultures were sireated on the B-2
agar plates and the “"starting points® were covered with a

; , 10 mm diameter paper disc containing 0.02 ml. of each sample.
B ' A11 plates were incubated for 24 hrs. at 37°C and the lengkh
of the fnhibition zones measured.

T
1o
'

Reversion Assay

0.1 ml. sample of each bacterial culture was spread on the
IR e surface of MB or 9BB agar and a 10 mm diameter paper disc
THEIERE containing 0.02 ml. of each sample was placed in the center
- of each plate.- Each plate was incubated for 2 days at
27°C and the formation of revertant colonies around each
L disc observed. For samples showing positive effects the
;g,b, A "gsoft agar" procedure was used. 0.1 ml of the bacterial
i culture and 0.1 ml1 of drug solution were added to 2nd soft
@?ﬁ?‘ agar at 45°C and poured into a petric dish containing 50 ml
gy of 9BB agar. Colonies formed by i{ncubation at 37° for
2 days were counted.

2

Liquid broth B-2 (10g. meat extract, 10g. polypeptone and

5g. NAC1 in 1000 ml. water pH 7.0 solidified with 1.5%

Difco agar was used for the rec-assay. For reversion-assays
with E. coli WP2 strains, a modified Vogel-Banner salts
mixture was supplemented with 1% Difco broth and solidified
with agar (MB agar). For the reversion assay with Salmonella
strains, M9 minimal medium was supplemented with 1% D.ifco
broth and 1mg/ml1 biotin (9BB agarg. S el

ek R WL x b

A 1ist of the pesticides assayed follows:
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k1
Result . |

The pesticides showing positive effect in broﬁﬁ‘vs‘eyé-;avgsay

and reversion-assay were:
- Captofol ~ Dexon Dichlove,
T Captan NBT Folpet

2-H %‘Eﬁinoethwﬂ Vamidothion 5-s}tro-1-naphthoniti{e

Atrazine did not exhibit a mutation induction capacity.
,:1 “ Classification: Core Minimum Data.
. Willian Greear | .
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